Dehydroepiandrosterone sulfate (DHEAS), is an excitatory neurosteroid synthesized within the CNS that modulates brain function. Effects associated with augmented DHEAS include learning and memory enhancement. Inhibitors of the steroid sulfatase enzyme increase brain DHEAS levels and can also facilitate learning and memory. This study investigated the effect of steroid sulfatase inhibition on learning and memory in rats with selective cholinergic lesion of the septo-hippocampal tract using passive avoidance and delayed matching to position T-maze (DMP) paradigms. The selective cholinergic immunotoxin 192 IgG-saporin (SAP) was infused into the medial septum of animals and then tested using a stepthrough passive avoidance paradigm or DMP paradigm. Peripheral administration of the steroid sulfatase inhibitor, DU-14, increased step-through latency following footshock in rats with SAP lesion compared to both vehicle treated control and lesioned animals (p < 0.05). However, in the DMP task, steroid sulfatase inhibition impaired acquisition in lesioned rats while having no effect on intact animals. These results suggest that steroid sulfatase inhibition facilitates memory associated with contextual fear, but impairs acquisition of spatial memory tasks in rats with selective lesion of the septo-hippocampal tract.
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Introduction
Neuroactive steroids and neurosteroids play an important role in normal physiology and in the pathogenesis of brain diseases (Kriz, Bicikova, Hill, & Hampl, 2005; Morrow, 2007; Vallee, Mayo, & Le Moal, 2001 ). Neurosteroids possess both rapid non-genomic as well as slow genomic effects (Akk et al., 2007; Hosie, Wilkins, & Smart, 2007; Kriz et al., 2005; Melcangi, Garcia-Segura, & Mensah-Nyagan, 2008) . In contrast to steroids synthesized in classic steroidogenic tissues that activate cytoplasmic receptors, neurosteroids predominantly use signaling pathways common for neuromodulators. It is well known that unconjugated forms of neurosteroids, such as saturated progesterone metabolites 5a-pregnan-3a-ol-20-one (allopregnanolone), its 21-hydroxylated metabolite, androsterone and dehydroepiandrosterone (DHEA) act on GABA A receptors as positive modulators that along with other events, increase the permeability of chloride ion channels (Hosie, Wilkins, da Silva, Helena, & Smart, 2006; Kriz et al., 2005) . Particular sulfated forms of neurosteroids act in the opposite way, as negative GABA A receptor modulators (Kriz et al., 2005; Twede, Tartaglia, Covey, & Bamber, 2007; Vallee et al., 2001 ). In addition to modulating GABA A receptors, several studies have shown that neurosteroids can also interact with the sigma-1 receptor, which is believed to modulate intracellular calcium mobilization and extracellular calcium influx, NMDA-mediated responses, acetylcholine release and alter monoaminergic function (Debonnel & de Montigny, 1996; Maurice, Roman, & Privat, 1996; Monnet, Mahé, Robel, & Baulieu, 1995) . Pregnenolone, DHEA and their sulfate esters behave as sigma-1 agonists, while progesterone is a potent sigma-1 antagonist.
Physiological concentrations of DHEA and dehydroepiandrosterone sulfate (DHEAS) are maintained by steroid sulfatase and neurosteroid sulfuryl transferase which are present in the blood and other peripheral tissues, as well as in the brain, (Baulieu, 1997; Kriz et al., 2005; Wolf & Kirschbaum, 1999) . Steroid sulfatase (estrone sulfatase, arylsulfatase C; E.C. 3.1.6.2) is a ubiquitous membrane-bound, microsomal enzyme localized mainly in the endoplasmic reticulum and the nuclear envelope of cells. In the brain, DHEAS is cleaved to DHEA via steroid sulfatase, and
